Unless otherwise noted, chromatography-grade solvents were used as received. Dried solvents were obtained from an SPS solvent purification system (IT-Inc) and stored on 4 Å molecular sieves.
S3
velocity algorithm was used to integrate the equations of motion during 10 ns, with a 1-fs time step. The analyses were performed on the structures generated during the last 9 ns of the simulation. Hydrogen atoms (except H1N, H6N, H6, H54, H8, H11B, H11C) are omitted for clarity.
Ellipsoids are represented at 30% probability level. Table S1 . Relative total potential, hydrogen-bond, valence and non-bonding energies of the structures I- N-[(S)-(1-methylene-cyclohexyl)tertiobutylcarbonymethyl]benzene-1,3 ,5-tricarboxamide (BTA (S)-Cha t-Bu )
Step1: The tertiobutyl ammonium ester of (S)-(+)-α-aminocyclohexanepropionic acid hydrate is prepared adapting a published procedure. 8 
X-Ray crystal structure determination
Suitable crystals of compounds BTA (S)-Cha t-Bu and BTA (S)-Cha i-Pr were grown, mounted and transferred into a cold nitrogen gas stream. Intensity data was collected with a Bruker Kappa-APEX2 system using micro-source Cu-Kα radiation. Unit-cell parameters determination, data collection strategy, integration and absorption correction were carried out with the Bruker APEX2 suite of programs. The structures were solved with SHELXT-2014 C1 and refined anisotropically by full-matrix least-squares methods with SHELXL-2014 C1 using the WinGX suite. C2 Crystal absolute structures were determined by anomalous scattering effects analysis. Chemical absolute configurations were then deduced. C3 
